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-f*U7*»B- 7 -f— 20052 q£>1f 

7 t*T rtn* 7^ 

-f^U7*»IB 7*f — 20052 ^E>if 
28 \LT ADD- x*< 

-f^UT*»H — 20052 ^E>tf 
1 77^f-f 
(74)«gA » W2*) 



(72)S89!# 



(72) »W* 



(54) [S89J<7)*fH X* h^^-;PS^S#«OT^U;U^S^tt*M'&^h , J y*;**«Afc»r«&Hl 



DO 

m 

CO 



(57) imm 

SS"5#2£T 1 K~ 5 %Oxx h7v?t- 



oia^tt©7 ^^TJ9^n. La^tt •ilf*©ffic[)ite5ff 

3. ®fffc*tl2=m*f**<. V h 'J 7 7^©filH»?Tft 505MOX (# 

to 20I-40X L< li 24X-32X . ttC 25X-28SOOT ? ^» / 

* lit. to 2X-8X m*L<tt 3X-5X, &iZ 4%^5%)<DT 9 ') Jl 
to 2%~-\Q%{&£ L < (J 3X-7X. #1:: 4X-5X) Oftflf-A 
to 0.5X-335 (ff*L<ti 0.7X-H.5X. ttKtol%) ©T 7 'J 

4. !£Sfc#ffi£f*©ffiflC:*JLTtt #*L<li 2.0X-2.5X© 

i7/9 -x* h fc*«afcr*ffl*©»i83! i b 

5. 18-20 cm 1 OWmmmStzbto A mg ©17£-xx h^ ! J*->\,S:i£ 

tic t*«at-r-5W3ji©*Bffl» i jg^sss 4 loom* 1 msst*© 

6. lu£*M7><. >TffiXliffiEuff*L<(ii/'j3->*a?l?U/iff*U< 



7?R-T7-501335 (2) 

8. Stlfi£#£LTI70-xx h5^*^£^t*AMEmfitt£:ffi£{*tft 

-3. I&lW2l7£-xx h 7i;^-;i^^CJRflEft«tt^lfi^<*^^|Hj^ 

Ct^^a^ti, m*©«HH3B I J07iM3* 7 JgC!H>rft/r l 
f:»oyot^ : 

- ^a/SmXfitg^^mJC/S«X(ia&fi30l7BL^I7^-x^ h7^t-;i, 

* m 7 -r *- - * r o & n t is a 7 -f ± - 1 m >j a * . 

- ttrr-«^^3or-8oroTsncT«i£Lrxiitt£EL/x^r. at»$* * % 



M4lf*o*:1±{c{igpiil^'icoi7/g -x^ h 5 y*-;no5>»*H« < tt*. 
Cft^OK^WfittRI«:ngB*^Oxx h ay >^.ii;U^e>oaft^fR|c 

xx b =? /uottais-^roai u < vi*ftm<D — ?tz % sTBiasui 

> S M if <0 9 >'< 9 K^fiE©milDA<* 0 . * co/ctottSROifiim/rtjR < 4 

WW (J£JT 'OTP J tft;r*) o^: '?^>'X7 i i.«rnfl5fir-5d2»SA < ^i. 

<£{fl;Ui't Ko*i/7a t*^*tr ;Vo - XT© 0 ft l/:x ^ J - ;wi .^H Lt 
£oo ^O^K(il!?C©at)T*^ % xxh5y^-/HiJR*aLTffiW(Ztt 



IRT*o CCDi/^x/.ICfcHT, HllffiUillfco OT P©UJ-&ICI2* CCDH 
*0TP©ttttaS*IHJ£r*»n£5*fctt*. 

H*©tma<. ttJ&i$J3CPHXSl^«A.^0TP. SETMSSI'Cxx h 7 'J 
•t-/l$:i8MXliftttL£-&Z>tzib<Dz.9 J — ;w©J; •? jSJW7N£iti!£TXI2 
iR^UTffiffl-riC t, £Ui=£J*i:**««©aai-MUTffi«li*nTi» 
ffl^tf^HI^tt 2158 355 T-l2 7*o fcf U > $r 'J a-^t^Ut'J >fc© 
»*©3fl£©iS£ttl£ffiJHU *{S#1*4 658 343 TI2X* h 5 -^r - JMD 

h-S-CCJTIU KMttl* 0 147 MBTIi^UBWlO > h -vU£ fliHTl**. 

- © jt -5 fit » i$ X3C ra^na £ « *. iiffi y * x a ic it « * ©r«n is t<h o . 

ch'ioi/xfitli, «fflffiat»©ttffl*d&Kfcr*cfc*<£<, ;n 
Z©fc3L a^lCffittJfc£©^£flr©Ha£a?J8r*j&<, LtfLtfBfcJ*©?^ 

air* c tfrrzr. r&«aaTiia^ «isflE»t**fii*«mcc^/i^ 

c©->*7^Tlir£t±j£#£ rvMJ7?Xj C»*?XI2 

;lMTSK->^7 i i.^eErtnc( : J-«r*o c©i*£©^ k g j^^^oism 

# © B t> ¥ 8 9 ft W fc © ft ffl t r J: * fit ft I C X T If t\ * . 

Afi-r h 'J ? ?^i/XriO0TPi:Mf5^< ©*mA<£M$nfc 0 
*.l*ftfflttFF 0 379 045KI2T? 'J x^ U > • ft ft fx/l^tfi* 
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3-JUA<«iR«aSJ|!fc BfflttllF 0 37l 496fc»t©0 

TPTI2, T?'J/i,ft£{* % fitf&fc;x/L,, ^i-WS^i/'J 3~>^^^o, 

*u-f>fi*. =i-;i>©tJttH* ©ffi£7W££t/^ h ? 9 

ZtZJL* h7^t-;W»LT*5 8 B*tf* 02 196 7H Tttx^t,^ 
*i/JVT9<) U-ht f-Afa K> Lfc«fli£(*fc, C, 

^SThij^^ffl^ti^, XRffltttt 0 341 202Tl2Ei£fi!li: LT 
/**eoiJ K>t3.-^.^h-;u t ^ffifflr*, «'*©0J£UTftffltt 
21=88 394.3 A *<*0 % -e©*I£W3JOI2ffiig#| £ Ut^ U 7 h 80, 

Bi«3WOBE»lcfls-5^j* Cftj*©fgft. ±HttSgftffl) £fii**fcat;:. 

^UTS*3*Ci:lcJ:0atSr4r £*<T£*. Lc o^ftTli. Si± 

C<7>ifl^lO©U9S«:5Scr*C{i, 7MJ ^ ?^IZflSaiM*ai^.**SA< 
*>* (OU^If K-f 3 933 460 C££U ^ UfrLaUnJW^tt, C 

Tttlf *tt*r*«i8^T*«lftaW»tt**ttTr*. (if^T^bOi/ 
'iZKl*. LfrL/X/>*^COW«tttrai»»;ffiflf^'iSfi(z3l$«^rc t 



©vift^jRft^aj^fc*, t k y -jr^xu»siniEi6jnt^*'iV'J:-5»cr 

^^Tfe*„ Sl=S«©C £TI4*>*A<, W^l€-ttOiILXIiSJWCCfflU/c 
T** n 

~ ^*«tt**Ltr4fcfcl=Cftl=B*©tJb1f, ffliLtft KoTt*x^;UT^ 
— 7k«oy>©yj-t 'J;tiXf^, TKifOa ^ >©^> ^ x^r-;U % 
' — SC7KIDO ^O/f-zl/X^x^. iSllMla-p' U > • ^.^ U >^ 

^r-/u©ttffifi4ra©, ^n^ottii\ ( 3c%'x. w^xf2.t, 

7f'J7 ?^ + ©SttJa»©ttiffift*Kir, Ailt«McrS-ttri!c»©aWxu^ 

A«i'fli«BU ^^^wn^rAfl^irm^tt^Trr^-v^^^^ismr 

O o 

an?) 7 4 'i/o . 

b) 7h-j 7 ^^uu -e© e f 3 H«ttfiSt5T^«WXU?)BiL/;.«IEm?) 

c) e£m»$ic*ii:£r*isJi7 -r ^— . 

lix^ h 5 yr-iU££«KSWirftfc-,Tttair*fc»©«i 
«©ttEW^T, aS^/S£E«5tt*figi*©^(-gttfi£ ? >*««Xli7)tt 

tT6o, ft^»cfcsmtzj:4iBAq©iaiR*ek9r-5fc©©n»w ctsis/io 



-^©i?^©SiaOTi2, tt*ttfti**©»iau*»a<T? unt2-xf/i 

+ ^x^yUXI2-en«i©ia^1!)©7 J:-,TJ9^>n, -t©ft6©jS 

fiD«36<**'x«=»iffi*w»*T»»tfe**^f*© o.5X *a-c*4:i^ 
atr^ttfiiBfflwMizHr *. 

JlW»*Tn» 50X-70X(»J L < 12 55X-65X , «II 61X-64X)OT 0 'i ;U 
Jtt2-x^;u^+>';Ut, W 20X-40XO7 * L< (2 24X-32% . WfC 25X-28 
?)®7 7 ';/Utt>-f-^i:, to2l-B% * 0 < I23X-5X, «CC4X-5%) ©T 
^•J^Utti:, l*)2X— lOXCff * L< I23X-7X, ^ir4X-5X) ©BHHh"i/Wfc % 
^0.5X-3X (#* L< liO.7%-1.5%, ^Jwi^ l«07?«JA»tKo*i/i 
?-;uA:©7y*/H6^T?9<»*lfc, ttBE3*m#mJcMr *. 

o. 5x*«©-e©te©tti?-€:v f »j y ?^©»aiat»act*a*r*fc» 
t, wm^ssiz«?sr*©^PAc^4!)C ?^>7tf A7t h*- h© 
^>n^*jfi^f*€:(2fflrni2a^^* 0 

*5feW©OTPW, te»tt#ft£t*<:** LTM^tt^T IX 
L<(2 2.0% -2.5X©!75-XA ^t-A^fft^C t*«ffltt*. 

^Ifei!fl© — 3©??X©WH^1I1 18-20 cb 1 ©*m®»^i^0r}4 mg© 
17^ -x^ h 5 yt-;^5t'ttKfffli:Mt4, 

tts*w©*ft?fl© — 3©*?s©*iSGiiis mmv>*n*>? 4 >\<L cm 

••K'J OU* ^Ux^l^>Sa/Xli^ , JJ£ftk:x/U©^;U-7 , ^^a(f 
I2*'J iXfAO?^ ^/.TlllSJnflO, ttm«*irSffiWJM*«/.f 7 c t 



7— i-ttffi U *OJ:*^i*/<- £ fi * h -5 — 5®7-f 7--*C« 

nm*'<-t'x5**ai*>ii^ a ^©xi-a*? u fcirtsa^-f 7— -c 

Hi> 0 5»t;«(ftt UT1i17£-xx h 5 S>*- ^*^tf»QEK«tt«lft £ f* 
7- - UTSJS 7 Y 7- - t fl* 0 

XliMtf 'J 3- >aSL/-JTS b< littOS/- (-A^fiRSflUIS-f 7-- 

- fcffl£30r-8OT;©£/ST'7iri£Xli£l£TTfc»£tf*. 

- inii$cDB5i$ Ltz 3 f*©xg© — ^cft-sT, ttot!i7j'<--£jim-r ; si3^' 5 i 
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5i>*^ift£Tft^n*Jll*#ffi£<*©7 7 »J ;UfiS*K 0fl*,T? 'J ;l«2- 
xf-zU's+S/A, T?«jAtt. Sy7?'jAiatKo + -/xf/it, Sill* 

©ifiii7i*<Bxx h 5 yt-AOI/'CAIi, WJNCDBittJCTIHI'K £»a!E!EJ£ 



(xxt-7-7*-^ 4 mg ^#ti^ggWW0Bi6) 

SttnJt^t LT Wyi10a?a 18 cm 1 4 mg ©175 - X* h 5 S>*- * 

t^^R'ilOMWrPI (t/T 'DERMESTRILj fcf*-f*) 4>3!i57*o * 

1038 j 7?'J A»MfA^'>A, 520 g T ? /V fit > + 68 g 
7;-J A>ftl, 87 g 8tl\tfx;k Stf 17 8 T^'JAIftt Ko+i/xfAO 

17/9 - XX h 7 40 g HV^oKATA3-A 1 * tffVWx;u 

r-80'C©ni)©iaaT'9£J»UT9£«fiftA^ 98 g/ro 1 (± 5X)©"7 h 'J 7 
?^07^A^(^SSLfc, ;niiR»-7F'J 7 ?^ 1 «' ^^0^J 2.2 g 

©17^-xx h -5 ^^--/ucm^-r-Bo 

Sttffi^ft 4 mg ^^t; 18 cn« .»ffin©H»*W7B£ffl63Effl7 -f 

^a^^^jji^ h 5 (OTP) ©Nifixsii^^rn 

IfWlQXg^^llMO-ItZWBESns, 

t-iuo*ffi^{*©aa««^tti^flSfinr*, 

i/'J 3->ffinr©«Xli4< , JxX-r^(DRIIvY7--^^^ra 



my 4 ;u^€-3o'c— so'ccDim^raa-cfifEXiiSiiETtetaUT. 

(i'xx h 7 ^^-^ 4 mg ZtttslCMt LT 18 era* ©nHM J-2£BJi-r 5. 
ZZt t^&ET*-5o *OHfc«DXatiaS^»Hn^3Bni7 A^HKT 

*^i:j;»){URt/:OTP ( ' DERMESTR1LJ ) *«c>G>^X h 5 

DERMESTR1L OTP ^^SffifflA^ 6 cm' T 1.33 mg©xx h^ ^*-^* 

USP XXII ©fSWttttSSKtOBEiriRl^c. fi^50ini©iSSKTl2]ter 
i^fa^3t^t*i:OrJiraii 2.5 cm T, fSWffl©»f*liigaC32"C07K 900 m 

WiDEft 1 m£*5lttWte» 2. 4. 6. 8. 12. 24 36 l9Nttl=J»L 

sciii$n/-xx ^yt-Aoi* ^ *J /h, sc/^^nnci^iTiDERM 

ESTRlL*©xx h 7 y*-^oS/Ttf*iZ)^$clt, S I ir^L/c. 



g 1 



»*nn (h) mg 

2 0.66 16. 5 

4 0. 95 23. 8 

6 1. 25 31.2 

12 1.70 42.5 

2 4 2. 48 61.9 

3 6- 3. 20 80. 0 



R = 0. 8966 ♦ 0.0646 X h. 
::t R (iftfflSnfcxx h y:S*-Jl<D mg. h liKfWC^io 3 I a< 

"5 K„ ft/-xX h 5 i>*-;l,0tfj 30 X A< 6 KflUIftC #J 

60 X ri<24K?!H]HHC. tf> 80 % A<36l*M«Kttili£ tlfc. 
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DERHESTRILfr^Oxx h 5 ^ + - JKP&ttftfffl^TfiEtfe 
^(*WffloT^tiOK^IilVJ<iHt©*t±{C*tLTllifiL, *<DIBDERUESTRIL 

;-^^mootp (&t r«iHOTPj t*rr *) *£ttaLfc. 

*^{:iOMSl/:, 18 en* 4 rag Ox7|>7i;t-;^t 

6- DERHESTRIL W«2(B. X{i^b< 4 og Oil h 5 y*-*€-*tf**IH 

?^«-^2o«(cfttt^TKttu 20cDjsii3!©njjca^Aiefe9vjti]nu^i??i>T, 

itoi»*©xx H^t-All RIA (7^t-fi.; T^t-O icfcOMSL 
fc„ XX h -5 i?^--;uoifiljJ!^0 U^^^ pg/ra£CDmttT0 1 S-C/3i 2 \Z 

m-fo a2icnai}s$n/;*saffi©^a(c...) o.. 
&oiz&!zik<o o-96i$nijoiwraToaa)!K/Rff03a]«<JDiBim (Auot 
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*»«WlzJi60TP (DERHESTRIL) 2 flflXli ifFRO T P GUJHOTP) 2 
IB (DERHESTRILac;«tfaOTPIil>rnfc«- 4 mg Ox^hf^t-^t 

J F^ffli:aW*20«£D SD ({»{*£) • 



«h7yt-/b pg/m£ ± SD 





DERHESTRIL 


ttJHOTP 


0 


1.96 ± 3.94 


2.06 ± 


3.81 


2 


5.34 ± 7.87 


31. 13 ± 


29.45 


6 


25.27 ± 34.54 


67.65 ± 


42. 57 


8 


42.46 + 31.52 


68.91 + 


25. 86 


12 


55.07± 46.51 


61.35 ± : 


21.26 


24 


51.86 ± 28.63 


53. 35 ± 


16. 76 


36 


56. 2B ± 32.87 


61.37 ± 


23.31 


48 


44.43 ± 24.13 


49. 34 ± 


18. 37 


60 


47. 74 ± 30. 17 


42.78 ± 


21.19 


72 


41.02 ± 22.29 


30. 48 + 


15. 34 


84 


40. 03 ± 19.87 


22.33 ± 


12. 87 


96 


35. 18 ± 19.73 


19.85 ± 


9. 16 


108 


8.80 ± 6.51 


7.49 ± 


5. 39 


120 


7.01 ± 5.91 


5.76 ± 


4.89 


C ... 


66. 18+ 45.0 


87. 35 ± 


29. 87 


t ... 


35.00± 19.8 


18.80 ± 


18. 99 


AUC (0-96 h) 


4286 ± 2409 


4268 ± 


1226 



S2oe*^^, aixmtuii&m<DT<Difim (auo i*Pi;fr©saaic# 

i^T*i*3S^;htf^5 fl EP3 DERMESTRIL OAUC Ii4286±2409 (SD) 
^KlOTPTlicn^ 4268 ±1226 (SD) T*of:. 
COCtli DERMESTRIL ^£©xx h =7 *I HI ^!fettrt<fl El 

OTPOiS^tleJ-TfciC ir^L-CfcO. DERUESTRIL;5«S>KEiif7P]*S 



^36^i;J:OBKLfcOTPOfi£JJri:«tiKB^ t*ftrt< 300-400 g 
©tttO^l^v HOEKfttl^TSUfcLA:,, 

Oil f- 7 2X2 cmOWfll* DERMESTRIL ^ ^JSWr LT£J^ 

* © *IiS X li tKH <0 II <fc 0 co A tt T ST ffi U fc„ 



*tt 

0 R?*CL K«'iL 

1 B/r «*>C7Ka 

2 tea tsatcortn 

3 JLl^ Oifl^H 



6) o 

OT2 -4 fcttttfrl 1-7 

S 3 HOT 1 — 4 titnm I -707 ■? 7 X©fE£a<Ka6T&3o 



7 1 LT»i:*iffe-eof6©M»tt«^w:Kfi. <E£S&6~io), kkk 

tfToftSTt'XHK* (E£tt)5) . B«Tl'n»ttttt <E£tt6. 7, 
9. It) OiVi^fe^':. 
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a 3 



2-EHA 
MA 
VA 
AA 
IMA 
HEA 
TA 
HR 

ga 

*JBtt G 
tt^tt C 
C 



09 

3 
3 



62.6 61.5 63.4 57.9 



26.4 
5.6 
4.4 
0.0 
1.0 
0.0 
0.0 



33.0 21.5 
0. 0 9. 8 



5.5 
0.0 
0.0 
0.0 
0.0 



3.6 
0.1 
1.8 
0.0 
0.0 



19.5 
8.9 
3.3 
0. 1 
1.6 
0.0 
9.1 



i : 

5 I 

66. 9 62. 

0. 0 26. 
28.0 5. 

0.0 4. 

0.2 0. 

5.0 1. 

0.0 0 

0.0 



2 
4 
6 

4.3 
0. I 
1.0 
0.4 
0.0 



4 5 
8 



9 10 



7 
11 



63. 1 64. 0 59. 2 56. 6 64. 2 

21.5 16.5 25. 1 24.0 16.5 

9.8 14.0 5.3 5. 1 14.0 

3.5 2.7 4.1 3.9 2.8 

0. 1 0. 1 0. 0 0. 0 0. 1 

1.8 2.5 1.0 0.9 2.5 

0.3 0.3 0. 4 0. 4 0.0 

0.0 0.0 4.8 9. 1 0.0 



3F?T: M c G 
W0: - ■ fct 



A: S • 3*f §f* 



2-EHA ■ T9 U ;H92-xf^ / ^+i/;l' 

ma - t 9 >j 

VA - BBt'iA 

AA - T 9 x ) /W» 

cma ■ Ui^nro s>y* 

HEA * 7?U»tKo + i/xfA 

TA - f^>Ttf ATthtl- 

HR ■ &(fc**«!fi3 



DERWESTRIL • 

*f HI OTP A 



70 n 
60 
50 
40 - 
30 - 
20 
10 - 
0 - 



ax 




n » ff & jr 

1 . mtuflcDStf 

2. 5E B JJCD«WC 

3. *maj«iA 

Br 



IS » 

ft a A 



PCT/EP92/02704 

-f^'JT^foa 7^- 2 0 0 5 2 *>«f 
7 t'7 /<o^ 7 s w 

o?* 'J "9— f- 7^7h'J7i. VfX^ 



®1 6 0 ^m?fI»TTSE»i«4Tl 35 1 7^ 
HKK«tf*7 F SL3 3 3 5 7 - 5 1 7 1 
ft S ( 7 9 0 4 ) «*■ a # 

1 9 9 3 *£6 E 9 B 
(1) ttlESOKIZRX 



DERHESTR I L 0TPX II *t JB0TP *96»* ffflW ft t IS! © GflG& © » A 



i a 



- 20X-40X 07 ? 'J;U8r>^;W 

- tt0.5X— 3X <DT7 'J;i9h Ko + Vxf;p 

- 24X- 32X. ^fC 25X-28X 07? 

- 3X- 5%, 491= 4X- 5X 07^ »J^tt. 

- 3X- 7%. 4$C 4X- 5X OftSf-^ay 

- 0.7X-1.5X. &iz ft \% O7^JA»bKD*->xf;K07^A 
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SI I « 



PCT/EP 92/02704 



Int. CI. 5 A61K9/70; 



A. DOCOCWTl CMBD 



EP.A.O 484 543 (TEIJIH LIMITED) 
13 May IS92 



stt cUln 

itt p*gt 7, 

sat p*gt 9, 

sat p*9» 14, 



lint 19 - lint 31 
lint 12 - lint 13 
lint 1 - lint 9 
I V0.A.9 116 044 (TEIJIN LIMITED) 
31 Octobtr 1991 

WO. A. 6 907 9S1 (RHEA) 
8 Stptwttotr 1989 
sat clilii 

set p*gt 6, lint 1 - lint 35 
stt paga 7, lint 6 - lint 20 
stt paga 7, lint 35 - lint 37 
stt ptga 8. lint 35 - lint 37 
tat paga 9. lint 1 - lint 5 
it. paga 10. lint 33 - lint 36 
stt pagt 11. lint 1 - tint IS 



10 FEBRUARY 1993 



»'S. tit. & 



a ■ M * « * 

SA 66B64 



EP-A-0484543 



AU-A- 7658291 
CA-A- Z062828 
WO- A- 9116044 



11-11-91 
25-10-91 
31-10-91 



AU-A- 2097892 

AU-B- 630347 

AU-A- 3280989 

EP-A- 0402407 

JP-T- 3502925 



22-10-92 
29-10-92 
22-09-89 
19-12-90 
04-07-91 



— 7 — 
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This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 



Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 



□ OTHER: 



IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



BEST AVAILABLE IMAGES 




REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 



